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APPROVED DRUG PRODUCTS
with
THERAPEUTIC EQUIVALENCE EVALUATIONS
19TH EDITION

CUMULATIVE SUPPLEMENT 3
MARCH 1999

1.0 INTRODUCTION

HOW TO USE THE CUMULATIVE SUPPLEMENT

This Cumulative Supplement is one of a series of monthly updates to the Approved Drug Products with
Therapeutic Equivalence Evaluations, 19th Edition (the List). The List is composed of four parts:
approved prescription drug products with therapeutic equivalence evaluations, over-the-counter (OTC)
drug products that require approved applications as a condition of marketing, drug products with
approval under Section 505 of the Act administered by the Center for Biologics Evaluation and
Research and products that have never been marketed, have been discontinued from marketing or that
have had their approvals withdrawn for other than safety or efficacy reasons.

The Cumulative Supplement provides, among other things, information on newly approved drugs and, if
necessary, revised therapeutic equivalence evaluations and updated patent and exclusivity data. The
Addendum contains appropriate drug patent and exclusivity information required of the Agency by the
"Drug Price Competition and Patent Term Restoration Act of 1984" for the Prescription, OTC, and
Drug Products with Approval under Section 505 of the Act Administered by the Center for Biologics
Evaluation and Research Lists.

The Patent and Exclusivity Lists are arranged in alphabetical order by active ingredient name. For those
products with multiple active ingredients, only the first active ingredient (in alphabetical sort) will
appear. In addition, the trade name will be displayed to the right of the active ingredient name for each
product. Also shown is the application number and product number (FDA's internal file number) for
reference purposes. All patents with their expiration dates are displayed for each application number.
Use patents are indicated with the symbol "U" followed by a number representing a specific use. Patent
and Exclusivity information for a specific drug is indicated by an abbreviation followed by the date
upon which the patent and/or exclusivity expires. Refer to the Patent and Exclusivity Terms section
in the Patent and Exclusivity Information Addendum for an explanation of all codes and abbreviations.
Information regarding drug patents and exclusivity for an approved product will appear in this
addendum as it is received and may not correspond with the month the drug product is approved and
published in the Rx/OTC sections of the Cumulative Supplement.




1.2

Because all parts of the publication are subject to changes, additions, or deletions, the List must be used
in conjunction with the most current Cumulative Supplement. Users may wish to place an asterisk (*)
to the left of the ingredient(s) in the List to indicate that changes to that entry appear in the Cumulative
Supplement.

Drug product information is provided in each Cumulative Supplement for completeness to assist in
locating the proper place in the List for the revision. [Strength(s) which already exist in the List will not
be repeated for context.]

The presence of any therapeutic equivalence code indicates that the drug product is multisource; the
deletion of a therapeutic equivalence code indicates that the drug product has become single source. (An
infrequent exception exists when a therapeutic equivalence code is revised. In that case the deletion of
the therapeutic equivalence code is followed immediately by the addition of the revised one.)

New additions to the Prescription Drug Product List, OTC Drug Product List, and the Patent and
Exclusivity Data are indicated by the symbol >ADD> to the left of the line on which new information
exists. The >ADD> symbol is then dropped in subsequent Cumulative Supplements for that item.

New deletions to the Prescription Drug Product List, OTC Drug Product List, and the Patent and
Exclusivity Data are indicated by the symbol >DLT> (DELETE) to the left of the line. The >DLT>
symbol is dropped in subsequent Cumulative Supplements for that item. The shaded print remains in
the Prescription Drug Product List and OTC Drug Product Lists in all Cumulative Supplements (hard
copy only) for this edition. However, the overstruck data in the Patent and Exclusivity Data is dropped
in subsequent Cumulative Supplements (hard copy).

Products that have never been marketed, have been discontinued from marketing or that have had their
approvals withdrawn for other than safety or efficacy reasons, will be flagged in this Cumulative
Supplement with the "@" symbol to designate their non-marketed status. All products having a "@"
symbol in the 12th Cumulative Supplement of the 19th Edition List will then be added to the
"Discontinued Drug Product List" appearing in the 20th Edition.

APPLICANT NAME CHANGES

It is not practical to identify in the Cumulative Supplement each and every product involved when an
applicant transfers its entire line of approved drug products to another applicant, or when an
applicant changes its name. Therefore, the cumulation of these transfers and name changes will be
identified in this section only. Where only partial lines of approved products are transferred between
applicants, each approved product involved will appear as an applicant name change entry in the
Cumulative Supplement.




It is also not practical to identify each and every product involved when an applicant name is changed
to meet internal publication standards (e.g.. MSD or Zenith [Former Abbreviated Names] are
changed, respectively, to Merck Sharp Dohme or Zenith Labs [New Abbreviated Names]). When
this occurs, each product involved (either currently in the Cumulative Supplement or in the following
year's edition) will reflect the new abbreviated name. Consequently, it will not appear as an applicant
name change entry in the Cumulative Supplement nor will the cumulation of these name changes
appear in this section

APPLICANT NAME CHANGES

FORMER APPLICANT NAME NEW APPLICANT NAME
(FORMER ABBREVIATED NAME) (NEW ABBREVIATED NAME)

NO APPLICANT NAME CHANGES — MARCH 1999

DICLOFENAC SODIUM OPHTHALMIC SOLUTION 0.1%

Two NDAs have been approved for diclofenac sodium ophthalmic solution 0.1% (DSOS), (1) Ciba’s NDA
20-037 for Voltaren and (2) Falcon Pharms’ (Alcon) NDA 20-809 for DSOS. Alcon was required to do a
study comparing their DSOS to Voltaren and to a placebo control in post cataract surgical inflammation.

This study was necessary to demonstrate that the different formulation of the Alcon drug product did not
affect the safety and/or effectiveness of the proposed drug product for this indication. Prior to the approval
of Alcon’s DSOS Ciba did clinical studies and was approved for two additional indications for the temporary
relief of pain and photophobia in patients undergoing corneal refractive surgery. Three years of Waxman-
Hatch marketing exclusivity was granted to Ciba for these two new uses.

Since the treatment of pain has a different site of action than the anti-inflammatory or photophobia
indications the Agency did not have information to support a recommendation that the Alcon and Ciba DSOS
are therapeutically equivalent for the treatment of pain. The designation of therapeutic equivalence at this
time applies only to the anti-inflammatory indication. The therapeutic equivalence designation will apply to
the photophobia indication upon expiration of Ciba’s marketing exclusivity.



1.4 AVAILABILITY OF THE EDITION

The 19th Edition of the Orange Book and its monthly cumulative supplements are available by subscription from
the Government Printing Office:
Superintendent of Documents
Government Printing Office
P.O. Box 371954
Pittsburgh, PA 15250-7954

The telephone number to charge your subscription is 202-512-1800. The cost is $78.00 annually.

The Approved Drug Products with Therapeutic Equivalence Evaluation (Orange Book) and related drug:
information is also available on the Internet at the Food and Drug Administration, Center for Drug Evaluation and

Research, Drug Info page.

There is an Electronic Orange Book Query (EOB) at http://www.fda.gov/cder/ob. The Query provides searching of
the approved drug list by active ingredient, proprietary name, applicant holder or applicant number. Product
search categories are: prescription, over-the-counter, discontinued drugs. There are links to patent and exclusivity
information that may be applicable to each product. The data is updated concurrently with the publication of the
annual edition or monthly cumulative supplements.

The Internet version of the hard copy Orange Book annual edition is at
http://www.fda.gov/cder/orange/adp.htm.

The Internet version of the hard copy monthly supplement is at
http://www.fda.gov/cder/orange/supplement/cspreface.htm. Changes to the annual edition are listed separately by

month.

There are ASCII text files of the Orange Book drug product prescription, OTC and discontinued data at
http://www.fda.gov/cder/orange/obreadme.htm. The drug product text files are zipped into zipobtxt.exe. The files
are updated concurrently with the publication of the annual edition or monthly cumulative supplements.

Appendix A and Appendix B are updated quarterly.

The 19th annual edition of the 1998 Orange Book Patent and Exclusivity List is at
http://www.fda.gov/cder/orange/ 1 9bookpub.pdf.

The current year Patent and Exclusivity cumulative supplement list that denotes the current month additions is at
http://www.fda.gov/cder/orange/supplement/patents.pdt.

The current listing of the Orphan Product Designations and Approvals is available at
http://www.fda.gov/orphan/designat/list.htm.

Vi
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This data is provided to the Division of Data Management and Services from the

Office of Orphan Products Development and it is not edited prior to

publication.

Name
Generic Name
TN=Trade Name

Orphan Product Designations and Approvals List

March 1999

Indication Designated

Sponsor & Address
DD= Date Designated
MA=Marketing Approval

166Ho-DOTMP
EN=

Alitretinoin
TN= Panretin

Atovaguone
TN= Mepron

Autologous
DNP-conjugated
tumor vaccine
TN= M-Vax

Bleomycin
TN= Blenoxane

Treatment of multiple myeloma.

Topical treatment of cutaneous
lesions in patients with
AIDS-related Kaposi's sarcoma.

Prevention of Pneumocystis
carinii pneumonia (PCP) in
high-risk, HIV-infected patients
defined by a history of one or
more episodes of PCP and/or a
peripheral CD4+ (T4
helper/inducer) lymphocyte count
less than or equal to 200/mm3.

For adjuvant therapy in melanoma
patients with surgically
resectable lymph node metastasis
(Stage III and limited Stage IV
disease) .

Treatment of pancreatic cancer.

NeoRx Corporation
410 W. Harrison
Seattle, WA 98119
DD=02/10/1999

Ligand Pharmaceuticals
Ine.

10275 Science Center
Drive

San Diego, CA 92121
DD=03/24/1998
MA=02/02/1999

Glaxo Wellcome
Research and
Development

5 Moore Drive

PO Box 13398
Research Triangle
Park, NC 27709
DD=08/14/1991
MA=01/05/1999

Avax Technologies,

A el

4520 Main St.

Suite 930

Kansas City, MO 64111
DD=02/23/1999

Genetronics, Inc.
11199 Sorrento Valley
Rd.

San Diego, CA 92121
DD=02/09/1999




Name
Generic Name
TN=Trade Name

March 1999

Indication Designated

Orphan Product Designations and Approvals List

Sponsor & Address
DD= Date Designated
MA=Marketing Approval

Busulfan
TN= Busulfex

Coagulation
factor VIIa
. (recombinant)
TN= NovoSeven

MA=03/25/1999

Decitabine
TN=

Decitabine

Denileukin
diftitox
TN= Ontak

Epoprostenol
IN= Flolan

As preparative therapy in the
treatment of malignancies with
bone marrow transplantation.

Treatment of bleeding episodes
in hemophilia A or B patients

with inhibitors to Factor VIII
oriPactorliTx.

Treatment of myelodysplastic
syndromes.

Treatment of chronic myelogenous
leukemia.

Treatment of patients with
persistent or recurrent
cutaneous T-cell lymphoma whose
malignant cells express the CD25
component of the IL-2 receptor.

Treatment of secondary pulmonary
hypertension due to intrinsic
precapillary pulmonary vascular
disease.

Orphan Medical, Inc.
13911 Ridgedale Drive
Suite 475
Minnetonka, MN
DD=07/28/1994
MA=02/04/1999

55205

Novo Nordisk
Pharmaceuticals, Inc.
100 Overlook Center
Suite 200
Princeton, NJ
DD=06,/06/1988

08540

Pharmachemie B.V.
Swensweg 5

2031 GA Haarlem
The Netherlands
DD=03/08/1999

Pharmachemie B.V.
Swensweg 5

2031 GA Haarlem
The Netherlands
DD=03/08/1999

Seragen, Inc.
97 South Street
Hopkinton, MA
DD=08/21/1996
MA=02/05/1999

01748

Glaxo Wellcome Inc.
Five Moore Dr.

PO Box 13398
Research Triangle
park, NC 27709
DD=03/22/1999
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Orphan Product Designations and Approvals List

Name
Generic Name
TN=Trade Name

March 1999

Indication Designated

Sponsor & Address
DD= Date Designated
MA=Marketing Approval

Humanized MAb
(IDEC-131) to
CD40L

THN=

Interferon
beta-1la
(recombinant
human)

TN= Avonex
Iodine I-131
radiolabeled
chimeric MAb
tumor necrosis
treatment
(TNT-1B)

TN= 131IchTNT-1

L-5-hydroxytrypt
ophan
TN=

Lidocaine patch
5%

TN= Lidoderm
Patch

Murine MADb to
polymorphic
epithelial
mucin, human
milk fat globule
s

TN= Theragyn

Treatment of systemic lupus
erythematosus.

Treatment of pulmonary fibrosis.

Treatment of glioblastoma
multiforme and anaplastic
astrocytoma.

Treatment of tetrahydrobiopterin
deficiency.

For relief of allodynia (painful
hypersensitivity), and chronic
pain in post-herpetic neuralgia.

Adjuvant treatment of ovarian
cancer.

Idec Pharmaceuticals
Corporation

3030 Callan Rd.

San Diego, CA 92121
DD=02/09/1999

Biogen, Inc.

14 Cambridge Center
Cambridge, MA 02142
DD=01/07/1999

Techniclone
Corporation

14282 Franklin Ave.
Tustin, GR 92780
DD=02/12/1999

Watson Laboratories,
e

311 Bonnie Circle
P.O. Box 1200
Corona, CA 91718
DD=01/20/1999

Hind Health Care, Inc.
3707 Williams RAd.
Suite 101

San Jose, CA 95117
DD=10/24/1995
MA=03/19/1999

Antisoma

West Africa House,
Hanger Lane
London W5 3QR
United Kingdom

DD=03/22/1999
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Orphan Product Designations and Approvals List

Name
Generic Name
TN=Trade Name

March 1999

Indication Designated

Sponsor & Address
DD= Date Designated
MA=Marketing Approval

N-acetylgalactos
amine-4-sulfatas
e, recombinant
human

TN=

Pegylated
arginine
deiminase
TN= Hepacid

Recombinant
human
fl-esterase
inhibitor
TiN=

Recombinant
human
Cl-esterase
inhibitor
TN=

Recombinant
humanized MAb
5c8

TN=

Recombinant
humanized MADb
5c¢8

TN=

Sodium
1,3-propanedisul
fonate

TN=

Treatment of
mucopolysaccharidosis Type VI
(Maroteaux-Lamy syndrome) .

Treatment of hepatocellular
carcinoma.

Prophylactic treatment of
angioedema caused by hereditary
or acquired Cl-esterase
inhibitor deficiency.

Treatment of (acute attacks of)
angioedema caused by hereditary
or acquired Cl-esterase

inhibitor deficiency.

Prevention of rejection of solid

organ transplants.

Prevention of rejection of

pancreatic islet cell

transplants.

Treatment of secondary

amyloidosis.

BioMarin

Pharmaceutical,
11 Pimental Court
Novato, CA 94949

DD=02/17/1999

Ine.

Phoenix
Pharmacologics, Inc.
115 John Robert Thomas
B

Exton, PA 19341
DD=03/26/1999

Pharming N.V.
Cipalstreet 3
B-2440 Geel
Belgium,
DD=02/23/1999

Pharming N.V.
Cipalstreet 3
B-2440 Geel
Belgium
DDh=02y 23 /1 999

Biogen, Inc.

14 Cambridge Center
Cambridge, MA 02142
DI=RR /22715989
Biogen, Inc.

14 Cambridge Center
Cambridge, MA 02142

22/99

DD=03/22

Neurochem, Inc.
7220 Frederick
Suite 100
Saint-Laurent,
Canada H4S 2A1

DD=03/22/1999

Banting,
Quebec




| DRUG PRODUCTS WHICH MUST DEMONSTRATE IN VIVO BIOAVAILABILITY ONLY
i IF PRODUCT FAILS TO ACHIEVE ADEQUATE DISSOLUTION

NO MARCH 1999 ADDITIONS

e T UL




PATENT AND EXCLUSIVITY TERMS

DUE TO SPACE LIMITATIONS IN THE PATENT AND EXCLUSIVITY COLUMNS, ABBREVIATIONS AND REFERENCES HAVE BEEN

DEVELOPED. PLEASE REFER BACK TO THE APPROVED DRUG PRODUCTS WITH THERAPEUTIC EQUIVALENCE EVALUATIONS,

b 19TH EDITION FOR A FULL LISTING OF PATENT AND EXCLUSIVITY TERMS (ABBREVIATIONS, NEW DOSING SCHEDULE, NEW
! INDICATIONS AND PATENT USE CODES). THE CUMULATIVE SUPPLEMENT WILL LIST NEW CODES ADDED SINCE THE LAST

i ANNUAL EDITION.
i REFERENCES
b NEW INDICATION
1-250 PRIMARY PREVENTION OF CORONARY HEART DISEASE IN PATIENTS WITHOUT SYMPTOMATIC

CARDIOVASCULAR DISEASE WHO HAVE AVERAGE TO MODERATELY ELEVATED TOTAL-C AND
LDL-C AND BELOW AVERAGE HDL-C

1-251 TREATMENT OF GENERALIZED ANXIETY DISORDER

1-252 NEW COMBINATION USE OF PRECOSE FOR PATIENTS WITH TYPE 2 DIABETES TREATED WITH DIET
PLUS METFORMIN

1-253 COMBINATION USE OF PRECOSE FOR PATIENTS WITH TYPE 2 DIABETES TREATED WITH DIET PLUS
INSULIN

1-254 PREVENTION OF POSTMENOPAUSAL OSTEOPOROSIS (LOSS OF BONE MASS)

1-255 PREVENTION OF PNEUMOCYSTIS CARINII PNEUMONIA (PCP)

1-256 USE IN TREATMENT OF SMALL CELL LUNG CANCER SENSITIVE DISEASE AFTER FAILURE OF FIRST-

LINE CHEMOTHERAPY
1-257 TREATMENT OF CHRONIC HEPATITIS B ASSOCIATED WITH EVIDENCE OF HEPATITIS B VIRAL

REPLICATION AND ACTIVE LIVER INFLAMMATION

PATENT USE CODE

U-254 USE OF AGGRASTAT IN COMBINATION WITH HEPARIN

U-255 IMPROVED WAKEFULNESS IN PATIENTS WITH EXCESSIVE DAYTIME SLEEPINESS ASSOCIATED
WITH NARCOLEPSY

- U-256 TREATMENT OF HIV INFECITON IN COMBINATION WITH ONE OR MORE ADDITIONAL HIV

ANTIVIRAL AGENTS

U-257 TREATMENT OF HIV INFECTION

U-258 TREATMENT OF NEURODEGENERATIVE DISEASES

U-259 TREATMENT OF ANDROGENIC ALOPECIA BY ORAL ADMINISTRATION OF DRUG SUBSTANCE

U-260 REDUCTION OF INTRAOCULAR PRESSURE IN PATIENTS WITH OPEN ANGLE GLAUCOMA AND

OCULAR HYPERTENSION WHO ARE INTOLERANT OF OTHER 10P LOWERING MEDICATIONS OR
: INSUFFICIENTLY RESPONSIVE TO ANOTHER 10P LOWERING MEDICATION
U-261 TREATING BENIGN PROSTATIC HYPERPLASIA WITH A GENUS OF COMPOUNDS, INCLUDING
FINASTERIDE
U-262 TREATING BENIGN PROSTATIC HYPERTROPHY WITH FINASTERIDE
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